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DECLARATION OF JOHN C, CHABAl A 
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I, John C. Chabala^ a citizen of the United Slates, declare and say Ihati 



J 



1 . . T am on organic and medicinal chemist and hold & B.S. degree in.cHcmistry from . 
Bucknell University and a Ph.D. degree in organic chcinistTy from the Massachusetts Institute of 
Technology. I was employed by ihe Merck Sharp & Dohmc Research Laboratories from fl 975 to 1991 
and was Executive Di rector of Basic Chemistry ihcrc from 19S9 lo 1 991. From 1 991 to lj992 1 was Vice 
President, Central Chemistry and from 1992 lo 1993 1 was Vic^ President of Discovery Chemistry at 
Bristol-Myers Squibb. From 1993 to ] 996 T was President and from 1 993 to 1997 Chief Scientific 
Officer of Pharmacopeia, Inc. Curremly, I am an independent consultant in medicinal ch^iistry to 12 
biotechnology companies, two non-profit organizations, and two venture capiial iny(istm4nt compani^s. 

2. 1 have darned ouf researcli' irilxi phtthnaceHlic^ agents for cardiovascular diseases, 

.central nervous system disorders, endocrine dise:xscs, oncology, imrnunoJogy and inflamrjialion, 

metabolic diseases, and enti-infociives, as well as vaccines and veterinary products for ov?r 28 years. ] : 

have also supervised natural products chemi^stry and macromojecular structure programs, jj have 

■ authored over 40 scientific articles and.havc co-invented over 20 patents. .1 
- ' . • ' . • * " ••'■*' s ■ ' 

3. 1 have supervised the establishment and operation of high throughiiit screens 
using coupled enssymatic reactions, filtration techniques, anlibody recognition, and fluorescence 
enhancement and quenching employing a variety of detection methods including spectropjbotometry 
(both absorption and emission) and radioactivity^ meas urement for f our years, 1 ha ve beeri awarded the 

I hereby oottify Out chid Ji^iwr (nlons wiiK anytimg rorutiMl \a as Wang nllffdKtl *;tu;IoacJl U hcing ftioaimiU: imixsmlitcd lu Iht Uni ad Siaies Tuttail and 
TmdirniirkOQlca on ih0flf«lB«:|lOvrn below. \ r\ ) ' 
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Thomas Alva Edison Awd from the Research and Development Council of New .lerscj in I9S7 ajid 
the New Jersey lustiluLt of Chemistry Award 1 n J 992. 1 am a member of the editorial bdard of the 
journal Molecular Diversity, have served as a member .oflhe American Chemical Sooietyj Long Range 
Planrung Commillee and Prcdoctoral Fellowship Selection Committee, and have organizdd several 
sessioas at nanonal and intemalional .symposia. My Curriculum Vitae is attached as Exhibit A, 

latns. paid consullajit for McUibasis Therapeutics. 1 have roviewej the pending 
claims m this case, the specificatf on. the priority applications, and the Office Action mailW June 1 6 ' 
• 2003. I ' . 

' . ■ ' . • ' . . . ^ . . 

. 5. Tt^sTnyunderetondingfrohi the Onice Action thai the Examiner fiids the t^^ 
. . «M is selected from the group that attached to PO,'', r'aOs'', PjOs*" or P(0)(NliR'"')0- is ajbiologicaJly 
active agent but is not an FBPasc inhibitor, and in attached to tJic phosphorus in formula ijvia a carbon 
oxygen, sulfur or nitrogen atom" to be indefi nitc, not enabled, and lacking written dcscrijfcion.. In 
particular, I believe the .R\amincr is contending that one would not understand what a "biologically 
active agent" is, be able to determine the structure of M, know what compounds arc included by the 
claims, and know how to make compounds of the invention. 1 believe these rejections, apply to claims 1 
3, 7. 9-18, 20-46, 48-53, 56, 130-153, 155-157, 165-166. and 17M73. T 

( 

6. ■ Contraiy to the Examiner'.s position, a person of ordinary skill in iIk art would 
have understood what was claimed as of March .5 . 1 999. As a medicinal chemist reading tiaims ] -3 7 
9-18. 20^6. 48-53, 56, 150-153, 155-157, 165-166, and 171-173. 1 dearly understand hoi to determine 
whichcompounds would be included and excluded by the claim.s. I believe that persons df ordinary 
skill in the art would also know how to determine whether a compound i,s within or outsidfc the scope of 
the claims. The tests for whether a compound is or is not a biologically active agent that i^ not aji 
FBPase inlubitor of this invention, do not require undue experimentation, and were well-kiiown in the 
aitasofl^ferchS, 1999. j ■ 

■ • ■ ' • I 

7. As a medicinal chemist, I understand the term *'bioIoeically active ^B^nt." In 
addition, I believe a person of ordinary skill in the art would be guided by the specificatf oi, which 
defines the term "bio;ogicany.^ac5ive.a&cm?^.pp, 21.-22.- Thd practicing medicinal chemili recognises 
that the effect can be exerted on any cbmiponent or sets of components of a living organisaiSi-ejther within 
the complete organism or as separated components, such as its constitudvo molecules, orgknellcs, cells, 

: ti.s.sues, organs, up to and including Ihe complete organism. 1 



8. . I am aware that Ihcns are at least 300 patents issued from 1 976 to xhl present that 
use the term "biologically active agent" in the claiins. in general, the term "biologically acjlive agent" is 
not defined in the spccificarion in these patents, (sec eg., U.S. Patent Nos. 6,602,975; 6,26i4 990- 
5,980 551; 5.855.608; 5,783.21 1 ; 5.462.990; 5,028.424; 4,976,968; 4,704.942; and 3,975.^50). 1 believe 
that this supports my conclusion that the term "biologically active agent" is welt undcrstoojd by a person 
of ordinary skill in the arL j 

9. By March, 1999, it was a matisr of routine testing to determine wfaeihcr or not a 
given compound is abioIosicaJly active agcnl ihat is not an FBPase inhibitor, ITic specifidation at p 21 
indicates that an FBPase inhibitor is a compound that inhibits the human enzyme fhiclose-l 6- 
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bisphospliaLa.se wnth an 1C50 of at least 100 )xM and lower glucose in a normal 1 8-hour faijted rat 
following a 100 n^g/Tcg dose i.v. Simple spectrophotomclnc unsays can be used to determine enzymatic 
activiiy. vSuch assays were well-known in March 1999. | 

10. High Throughput Screening enables rapid evaluation of large numb srs of 
. compounds (1000s per day). As of March, 1990, such screens were widely employed. Fo: instance; a 
spcctTophotometric enzymatic assay would liave been and is easily employed in high throi ghput 
screening. • ' 

•11, Given the guidance in the specification and the routine nature of thef testing 

. involved, one can easily detemiine what compounds fall within the scope of the claims wi^h routine 

experimentation. Once a compound has been identified an a compound of the invention, of March, 

1999. a person of ordinary slcill in the art could determine its purity and confinn its structi^e by routine 

liquid chromatography coupled directly to mass spectrometry as was and is commonly doije, 

, . . . ) ■ 

. 1 2, The specification at pp. 89-98 clearly provides guidance on how to inakc 

: compounds of the invention, A person of ordinary skill in the art could easily prepare con|pounds of the 

invention given the guidance in the specification and by employing otiicr ^elMcnown reactions. In 

general, one is starting witli a Icnown 'MH and allowing ii to react to fonn a phosphoramidile or one i& 

starting with a known MP63^" and converting ii to a phosphoramidatc, Such reactions are routine. 

13. Additionally, as a medicinal chemist reading this Application, 1 would conclude 
that the inventors had .possession of the claimed invention of claims 1 -3. 7, 9-1 S, 20-46, 48-53, 56, 130- 
153, 155-157, 165-166, and 171-173, 1 believe that persons of ordinary skill in The art woijild also 
conclude thai the inventors had possession of the claimed invention of claims 1-3, 7, 9-18,(20-46, 48-53, 
56, 150-153, 155-157, 165-166, and 171-173. 

14. I also underbiand that the Hxamincr has rejected claim 1 50 as indefipite because 
he contends that "no reach'ons arc named and no conditions essential for any successful ch tmical 
reaction are specified/' | . 

15; • • • A •p'teirsoii "of^^rtHnsEfy 3kiH in ihtf^art^nderslands how to transform aidrug having a 
-POy^'or -P(0)(NHR'^)0" moiety into a compound of formula J.by using straightforward aid well-known 
reactions. The specification clearly provides guidance (siarting ac p. 103) on how to prepare prodrug 
compounds of tin's invention. The general procedure for phosphoramidatc prodrugs begin j with 
Example 1 and the general procedure for formation ol'nucleotide prodrugs begins with Example 4 on 

page 1 07. i 

■ ■ 

1 6. 1 also understand that the Kxamincr has rejected claims I- IS. 20-46^ 48-57, 1 50- 
153, 155-157, 165, and 171-173 as indefinite, lacking written descripuon, and not enabled because of 
the use of the term "prodrug,"" In particular, it is my understanding that the Examiner finds ihe 
structures of the claimed prodrugs to be uncertain. The Examiner believes that one cannot determine 
what compounds aj-e claimed. 

17. Cpntraiy to the Hxamincr's position, a person of ordinary skill in th$ art can 
readily determine what is or what is not a prodrug of the currem invention. Tlie.tesis for vJhcther a 
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cDmpoimd is or is not a prodrug <ire roirtinc, do not require undue experimentation, ar.d were wdl- 
known in ihe art as of March 1999. Typically pr^jdrugf; are evaluated by first establishing kssays that 
monitor production of the biologicaUy aclive drug. This is lypiciElly accomplished using IfPLC or 
HPLC conplcd with mass spectroscopy. All technique*; are rouline for pharmaceutical coiLpanitss and 
do not comprise undue experimentation. * I 

18. 1 declare lhat all staiennents niiidtt herein of my own knowledge arc jue and thai 
, :all statement*? made on information and belief are believed to be true; and further that thesfe statements 
. were made with the knowledge that wrillful false stntexncnls and the like so made arc pum'sjiable by fine 
■ or imprisonment, or both, under Section 1001 of Title T8 of the United States Code and that such willful 
.false statements may jeopardize the validity of the above-identified application or any patint issuing 
.thereon. 1 . 

■ I 

Date 




inC, Chabala, Ph.D 



IE CCFY 



